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Identificatinn and Molecular Cluning of a Novel Human TNF 
Receptor Family Member. V. Saylvif. T. Randall. P. Cwrman 
an^ A. ^otrtik. DNAX Reseoith Institute. Polo Aim. CA 943(M 
und the Tnideau Institute, Samnac Luke, NY 12983. 

The TNF Superfamily incluiles mulecutes such OS TNFR and 
FAS and is characterized by p-seudorich repeuui of cysteine 
residues In the extracellular region of the molecule. These . 
receptors display a diverse set of functionji including cell deaih^ . 
proliferation and immunoregulation white generating very ' . 
specific activation signals. While performing on EST analysis 
from a Pro-T (CD44+CD25+CD4-CD8-CD3;) mouse 
thymocytes; wc tdentified a novel member of this family: Wc ., 
then used the. mouse cONA to isolate its human counierpan. , 
TEASR ( T-cel1 enpressed activation specific recepuir ) is a 228 
.a.a.. type I transmembrane receptor with distict homolgy to 
. CD4W, 4tBB and OX-41). Tissue analysis of TEASR sHows ' 
expression limited to die lymph node, spleen and thymus. CD4 ' , 
r;ind CDS cells activated with anti-CD3 and IL-2 show TEASR ' 
hax a slow increase of expres.ssian peaking at :4p bauV,<.. ' 
Antibiidies to this receptor confirmed all northeni iexpre&'.ion. \- 
data through FACS analysis and western blotting. ' We are . . 
currently In the'pnKess of discerning the function of this, new- ' 
mtttecute; : DN AX is supported by Schcring»Pl«ugh. . ^ . . .* ■ 
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LIGHT, A NEW PRO-APOPTOTfC CYTOKINE MEMBER OF 
THE TNF SUPERFAMILY, AND tYMPHOTOXIN-d ARE UO: * 
ANDS FOR The HERPESVIRUS ENTRY MEDIATOR <HVEM>; 

A\ C. rhoiitm'. (i, L..V:ti:. iLAiikni. . M. Murphy^ It. J. ElBt-nbcig^ ; 
iULIitoi. H G. Spwr^ , and (VF. W.ir^r 'Lu Jolla Institute for 
'Ipfgy find Imm«na(og>% San Diego. CA, 921*21 'Human Genome iitience'lnc -^^^^^ 
Rockville.: .\ID. 20850, ^Noithwesterh Cniv;.. Chicago. IL^ 60611. ^I'niv. or - 
,Penn,. Philadi4phia,.PA 19104 >X:' 
;\t\\6- Hcrposviius ontry mediator (HVEM). a, member of tKe tumbr nociri^ ' 

• sis fafttir rwpplor (TNFR) supcrfamily. allows "in fpctibn of. actK-ated t coJIs- ^ , 

- by herpps simplex. virus (IISV)-! and 2 by attachment lo'ihi'.onwlope givco^." " 
protein rD (gD). Here, we demonstrate that HVENHs a receptor for secreted; 'J 

■ Lymphatoxin (I-T)./».and for LK^IIT. a newly discovered cytokine member of' 
ih*- TSy family. We ulso provide evidence tihowing that MGHT. a ivpV il 

Mransmeinbranp protein of a9'.'IO kOa. binds to a accoud receptor of the INFR; „ 
supi'rfumily, tin* I;TJR. J'urthertnore. the direct competition of herpesvirus 
eovelopo Rlycoptoleiu D (gD) for cellular HVEM LIOHT binding character^ \ 
izes gO as a: virokine. Finally, we show' thai LIGHT rriay be able tV block ' / 
HVKM mKlialed herpesvirus infwlion as, well as lo induce, apoptosis in tHe> 
adenocarcinoma HT29 cell lini». These results suggest a mechanism by whiVb \ 

■HSV alters irnmune functions reguUied by the HVESl/LIGHt lyinphoWm: , 
sysiem that may allow infection in an immunocompetent host. ' , ; -v; ' 
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A TUMOR NECROSIS FACTOR . ALPHA POLYMORPHIC 
PROMOTER SITE BINDS a: B CELL AND MACROPHAGE. 
SPECIFIC DNA-BINDING PROTEIN. Km h)«M.n K ft.iiw^. yt^ nt. 
PSfl Jwr ChiMren's Ihrspiiaj of Philadelphia, . Philadelphia. PA: 

The geri* encoding the polymorphic proinflammatory cytokine. TNFo.. is 
located oii chromosome 0 within the MHC class III region. : We haw found 
thai a promoter polymorphisrn at -308 (.308A) is associated with- increased 
production of T.VFft 1^ monocytes and is found with increased fr^uency in 
patients with systemic lupus eryihemaiosus.: ■ We identified- a^tiwiie-specific 
DX.A-binding protein by electrbphorelit mobility shift aniJysis whicif interacts- 
' with the polymorphic promoter sit*;' Significant amounts of this ^r|iein^ero 
' found only in -D cells and macrophages. Monocytes tfid hot prodttc^ ihis pro- 
tein, but upon differentiation into macrophages were able to express itr.We 
examined'the affinity of the interaction of this DN'A- binding protein for the 
wild- type -promoter sequence versus the polymorphic promoter sequence; Rel- 
ative affinity was measured by salt titration and cross competition. Tpiis DXA; 
binding protein interacted with the polymorphic 6e<ittence (-aOSA) tnore avidly 
than the wildtype sequence (-308G) suggeifting that this DNA bind/ng protein 
•may directly mediate increased itanstfiplionof TNF ft. Affinity puriQcalion of . 
' this protein revealed aii 85 Kd protein which neither, required phospltbryUtion 
noi zinc fc>T lull activity. The promoter target sequence has no striet'lprriologv- 
with that of any known transcription factor. These studies suggestftbal the 
TNFo -308A polymorphism may directly mediate increased transcription of 
TN Fa Ihrotigh its interaction with a unique transcription factor. \ 



1756 . ■• ^, . i^'f: 

LYMPH NODE GENESIS IS INDUCED BY SIGNALING 
THROUGH THE LYMPHOTOXIN BETA RECEPTOR V , 

Pafll D. Rennert. Danelle James, Jeffrey L. Brmfc-ning . , 
and_PaulaS. Hochman. Oepartmeni of Immunology. 'Biogen Inc.. I? v- p 
Caitibridge Center. Cambridge. MA 02142 - - i; ',^ 

The delivery of agonist anti-LTJ-R specific monoclonal antibodies td pre^v > 
nam LTa-/- mice induced the'genesis of lymph nodes in the progeny. ThisjsV 
the first demonstration of the reversal of a genetic defect usiitg an agonist- m.iir 
in.utero. and shows definitively that signaling through LTJ^R is sufBcient tdi 
induce lyntph node, formation. Surprisingly, the lymph nodes .which formed^' 
included mesenteric, cervical, and sacral nodes, which were thought Wdeveldpr 
ind«pettdettily of LTJ-R. Genesis of all lymph nodes was blocked bv treatment 
of.normal.mice in uiero with a combination of LTJ-R-Ig and TNF-R55-Ig fu/* 
sion proteins, but not with LTJ-R-lg alone. The dkta suggest the existence bra-; " 
nmel LTo heterotrimer which can signal membrane^ bound LTJrR in the pres-^^ 
ence of soluble LTJ-R Ig fusion protein to induce the formation of mesenteric^ 
cervical, sacral, and lumbar lymph nodes. We have analyzed the phenotvpe , 
and function of lymph nodes induced to form in LTo /- mice as compared t6 ' 
those of normal adult mice treated with LT3 Rigor TNFR55 fg fusion pror, 
teins.;Our results suggest that both IT and T.\F pathways play, critical roles : 
m <be formation and maintenance of lymph ^node cellular drganiiation. 
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Early Expression of INK Accelerates Dlabeires Developnient. in 
. NOD mice ' , , // ' , ' , ' ' / 

■ E.' Allison Green and Rlcba^^ jpiavell* - 

Yale School of; M^dtclde, Sect loa of Inmnobioiogy, 310' 

Cedar Streets Hew; Itoyep. CT 06511 ' 
^ The inflffinatoiry eyCoKlne, ,TOF, has beeW ascribed a sit lee' 
of pofilcive or negative roles.in Wera^ dlsiease states. Iri 
Insulin ciepcodent. dlsbece's ■eli^'tus. the inportance of 'fNF ; . 
has been; widely debated. For iexaaiple. lo NOD 'nice, that 
.=;poataaeouBly develop diabetes; studies /have dewmst rated' that 
< adainlstratibn of ' .TNF to adults 'pirbtects against diabetes . . \ 
develDpnenty Slailarly. ItOD «dce- expressing TNF in their 
islets* Starting at 7 weeks of age, do not' becoote diabetic^ ■ 
•In contriast to this, neonatal Injection of TNF into NOD 
accelerates diabetes progression ^ We present 'evidence that \' 
expression or TNF. at 18 days of gestation in NOD; leads to' 
rapid onset of diabetes, coopared to non-transgenlc litter- 
bates. Accunilating data from these transgienic anlaals^ has.' 
suggested that this rapid progression to diabetes nay be\ 
related to the ability of TNF to induce ^cell Apoptosis 
early on In the life of" these toinala, ths providing a 
source of islet antigens to the inse systen. farther, we. 
denonBtratei that TNT plays a subsequent role in the priming 
of the CD4 Islet-Bpedflc T cell repertoire, which helps 
provide a sore efficient prlning of the inune systea to 
Islet antigens. 



